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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
December 1 1 , 2009 has been entered. 

The Examiner acknowledges the Applicant's remarks and arguments of 
December 11, 2009 made to the office action filed June 12, 2009. Claims 13-29, 34, 36 
and 42-56 are pending. No claims were amended. 

The Examiner continues to acknowledge Applicant's indication that a terminal 
disclaimer will be filed upon identification of allowable subject matter to obviate the 
provisional obviousness-type double patenting rejections over U.S. Patent Application 
No. 09/367,950. However, as such terminal disclaimers have not as-yet been filed, the 
provisional obviousness-type double patenting rejections over these co-pending 
applications are being maintained. 
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For the reasons in the previous office action and below, the Applicant's 
arguments of the 35 U.S.C. 1 03(a) rejection of claims 1 3-1 5,17,1 8, and 20-29, 34, 36 
and 42-51 as being unpatentable over Carling (WO 931 1773 A1) were found not 
persuasive, thus the rejection is upheld. 

For the reasons in the previous office action and below, the Applicant's 
arguments of the 35 U.S.C. 103(a) rejection of claims 16 and 19 as being unpatentable 
over Carling as applied to claims 13-15, 17, 18, and 20-29, 34, 36 and 42-51 above in 
view of Aberg et al. and in further view of Ryrfeldt et al, were found not persuasive, thus 
the rejection is upheld. 



Due to the Applicant's arguments not being persuasive the previous rejections 
are repeated below and the Applicant's arguments are addressed below. 



Double Patenting 



The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
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1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 



Claims 13-15, 17, 19, 20, 22-25, 34, 36, 42 and 53 are provisionally rejected on 
the ground of nonstatutory double patenting over claims 13-15, 17, 19, 20, 22-25, 30- 
36, 38, and 42 of copending Application No. 09/367,950. This is a provisional double 
patenting rejection since the conflicting claims have not yet been patented. 



The subject matter claimed in the instant application is fully disclosed in the 
referenced copending application and would be covered by any patent granted on that 
copending application since the referenced copending application and the instant 
application are claiming common subject matter. 



Furthermore, there is no apparent reason why applicant would be prevented from 
presenting claims corresponding to those of the instant application in the other 
copending application. See In re Schneller, 397 F.2d 350, 158 USPQ 210 (CCPA 
1968). See also MPEP § 804. 
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The US Application No. 09/367,950 discloses a method of prevention and 
treatment of asthma symptoms, which comprises instructing a patient in need thereof to 
inhale an effective amount of a composition comprising, in admixture: (a) a first active 
ingredient which is formoterol, a pharmaceutical^ acceptable salt or solvate thereof or 
a solvate of such a salt; and (b) a second active ingredient which is budesonide; 
characterized in that the patient is instructed to inhale the composition on demand, as 
determined by the patient based on the patient's symptoms, as a treatment and a 
preventive measure, when the patient experiences an increase in asthma symptoms 
(see claims 13 and 42). The molar ratio of (a) to (b), calculated as formoterol to 
budesonide- is from 1:1 to 1:100 or 1;1 to 1:70 (see claims 14 and 25). The first active 
ingredient can be formoterol fumarate dihydrate (see claim 15) or the R,R enantiomer of 
formoteml, a pharmaceutically acceptable salt or solvate thereof, or a solvate of such 
a salt (see claim 16). Formoterol is in a unit dose of from 1 jug to 48 jug or 1 jug to 100 
jug for daily dose, including maintenance therapy, which is calculated as formoterol 
fumarate dihydrate (see claims 13, 17 and 42). The second active ingredient can be the 
22R epimer of budesonide (see claims 13, 19 and 42). The budesonide is in the form of 
a unit dose, which delivers 20 jug to 1600 jug to the patient (claim 20. The particle size of 
the active ingredients (a) and (b) is less than 10 jum (see claim 22). The composition 
additionally comprises one or more pharmaceutically acceptable additives, diluents or 
carriers (see claim 23). The composition can comprise lactose monohydrate (see claim 
24). The patient can be instructed to inhale the composition as a rescue medication, as 
a complement to maintenance treatment of the patient's asthma, as a preventive 
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measure prior to encountering an asthma triggering event, such as cold air, exercise, 
and exposure to a smoky environment (see claims 34 and 36). 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed 
or described as set forth in section 102 of this title, if the differences between the 
subject matter sought to be patented and the prior art are such that the subject 
matter as a whole would have been obvious at the time the invention was made 
to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was 
made. 

(1) Claims 13-15, 17, 18, and 20-29, 34, 36 and 42-56 are rejected under 35 
U.S.C. 103(a) as being unpatentable over Carling (WO 9311773 A1). 

Carling et al. teaches suitable daily asthmatic dose of formoterol (as fumarate 
dihydrate; see page 8, line 6; addresses applicant's claims 13, 15, 17-18, 26-27, 36, 42 
and 49-56) and/or a physiologically acceptable salt and/or solvent thereof and 
budesonide twice a day (i.e. on demand; see page 4, lines 24-28; page 6, lines 5-30, 
addresses applicant's claims 13, 35, 36, 42 and 49-51). The combination of the two 
drugs have greater efficiency and duration of bronchodilator action, and rapid onset 
action, which provides rescue medicine, adequate dosing for treating asthma (see page 
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4, lines 4-21; addresses applicant's claims 13, 36, 42 and 49-51). This new feature is of 
utmost importance in order to establish a higher compliance for patients and it provides 
a rescue medicine thereby avoiding the necessity for the patient of carrying two different 
inhalers (see page 4, lines 4-10; addresses claim 48). Formoterol is administered in a 
suitable daily dose in a range of 6 to 1 00 ^g with a daily dose of budesonide in a range 
of 50 to 4800 |ug (see page 6, lines 24 and 26; addresses applicant's claims 17, 18, 20, 
21 , and 27-29). The dosages strongly depends on the patient (age, weight etc.), 
severity of disease (mild, moderate, severe asthma etc.); see page 6, lines 27-29. The 
ratio of formoterol to budesonide is in the range of 1 :4 to 1 :70, which can be 
administered separately in the same ratio (see page 6, lines 17-20; addresses 
applicant's claims 14, 17, 20, 25, 26, and 28). Non-toxic and chemically inert diluents, 
additives, and carriers are used in the composition, such as lactose (see page 7, lines 
1 -3; addresses applicant's claim 23 and 24). The amounts of active agents per dose of 
inhalation are disclosed on pages 7-9, which calculate up to 8 inhalation per day without 
going over the maximum daily dosage. For administration, the combination is suitably 
inhaled from a nebulizer, from a pressurized metered dose inhaler or as a dry powder 
from a dry powder inhaler (see page 6, last paragraph, addresses claims 43 and 44). 
The micronized mixture may be suspended in a liquid propellant mixture. The 
propellants may be chlorofluorocarbons of different chemical formulae. The most 
frequently used chlorofluorocarbon propellants include tetrafluoroethane (P134a) and 
1 ,1-difluoroethane (P152a; see page 7, lines 15-25; addresses claims 45-47). 
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Carling et al. does not specifically teach one or more additional doses on an 
irregular, as-needed basis for rescue purposes, as determined by the patient (claim 13), 
based on the patient's symptoms, when (1) the patient experiences an increase in 
asthma symptoms as set forth in applicant's claim 13; or (2) when the patient is 
expecting to encounter an asthma inducing condition, wherein the inducing condition is 
selected from the group consisting of exposure to cold air, exposure to pollen, exposure 
to perfume, exercise, or exposure to a smoky environment (applicant's claims 34, 36, 50 
and 51 ). Carling et al. does not teach to inhale additional doses as needed to improve 
control and provide acute relief (applicant's claim 42). Carling et. al. also does not 
teach the particle size of the active ingredients (applicant's claim 22), or the specific 
propellant P227 (claim 47). 

To one of ordinary skill in the art, it would have been obvious to combine the 
method of Carling et al. and administering the method on an irregular, as-needed basis 
for rescue purposes, as determined by the patient in any of the circumstances detailed 
in claims 13, 34, 36, 42 and 49-51 because Carling et al. teaches that the dosages 
strongly depends on the severity of disease, whether mild, moderate, or sever asthma 
(see pg 6, lines 27-29), and the suitable daily dosage is up to 8 inhalation (see page 7- 
9). 
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The motivation to combine the methods and compositions of Carling et al. and 
instructing the patient to inhale, on demand in any of the circumstances detailed in 
claims 13, 34, 36, 42 and 49-51 because Carling et al. teaches that the dosages 
strongly depends on the severity of disease and to achieve maximum benefit of daily 
dosage recommended. It is noted by Carling et al. that the combination of formoterol 
with budesonide is well known to be beneficial for the treatment of asthma (see page 4, 
lines 4-21 ). Moreover, if the patient is experiencing acute asthmatic attack even with 
ongoing twice a day dosing regimen, the patient can still safely inhale an additional 6 
inhalations without going over the maximum suitable daily dosage. In general, Carling 
et al. teaches therapeutic relief from asthmatic attack. The skilled artisan would have 
been motivated to instruct the patient to use the Carling et al. composition as needed on 
the bases of up to 8 inhalations a day is for reasonable expectation of successfully 
achieving maximum benefit in the treatment of any level of the asthma condition, 
including an increase in asthma symptoms, acute asthmatic condition, maintenance 
treatment, and common asthma triggers. Additionally, due to the urgency of therapy 
during an asthma attack, a patient would obviously seek relief with the medication 
without consulting with the physician, in knowing the safe daily dosage range of each 
medication. 

To one of ordinary skill in the art at the time of the invention would have found it 
obvious to combine the method of Carling et al. and the particle size of active agents set 
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forth in claim 22, because they are known by a skilled pharmacologist and represent 
conventional formulations. 

To one of ordinary skill in the art at the time of the invention would have found it obvious 
and motivated to combine the method of Carling et al. and the specific propellant P227 
because Carling et al. teach that the propellants may be chlorofluorocarbons of different 
chemical formulae. Carling et al. also teaches some of the most frequently used, such 
as Applicant's claimed tetrafluoroethane (P134a) and 1,1-difluoroethane (P152a; see 
page 7, lines 15-25; addresses claims 45-47). 



(2) Claim 16 and 19 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Carling et al. of record as applied to claims 13-15, 17, 18, and 20-29, 34, 36 
and 42-56 above, in view of Aberg et al. (U.S. Patent 5,795,564) and in further view 
of Ryrfeldt et al. (Biochemical Pharmocology, 1989, 38(1), pages 17-22). 

Carling et al. teaching are as applied to claims 13-15, 17, 18, and 20-29, 34, 36 
and 42-56 above. 



Carling et al. does teach the (R,R) enantiomer of formoterol set forth in claim 16 
and the 22R epimer of budesonide set forth in claim 1 9. 
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Aberg et al. teaches (R, R) isomer of formoterol as required by claim 16 is a 
potent bronchodilator with reduced adverse effects in treatment of asthma, (abstract, 
column, 1, lines 25-35). 

Ryrfeldt et al. teaches that the 22R epimer of budesonide is more potent in the 
treatment of bronchial asthma than 22S epimer (see page 17, column 1 , paragraph 2, 
lines 12-15). 

To one of ordinary skill in the art at the time of the invention would have found it 
obvious to combine the method of Carling et al. and the (R,R) enantiomer of formoterol 
and the 22R epimer of budesonide because Aberg et al. and Ryrfeldt et al. teach that 
these specific isomers possess potent asthmatic effect. 

The motivation employ the (R,R) isomer of formoterol and 22R epimer of 
budesonide in the Carling et al. composition is because there is a reasonable 
expectation of successfully treating asthmatic patients with a more effective medication 
with reduced adverse effects. 
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Response to Arguments 



Applicant's arguments have been fully considered but they are not persuasive. 



The Applicant argues that the total daily dose taught by Carling is 
inextricably linked to the twice daily administration regime. There is no 
teaching in Carling that the patient should decide for himself when to 
increase or decrease the daily dosage. Regardless of the number of 
doses inhaled at each of the two daily administrations (i.e. morning or 
evening), the number of daily administrations does not change. Thus, 
although explicitly acknowledging the fact that Carling teaches "twice a 
day" administration, the Office action then inexplicably seems to equate 
"twice a day with "on demand (see page 6 of last office action, last 7 
lines). Carling et al. does not teach to inhale additional doses as need to 
improve control and provide acute relief. The factors in regards to age, 
weight, etc is for the physician to consider and not the patient. Further, 
regardless of the number of doses inhaled at each of the two daily 
administrations, the number of daily administrations does not change. 
Carling does not say that the patient should use the combination when 
experiencing an acute asthmatic attack. 



The Examiner continues to disagree for the same reasons given before and 
repeated below. One of ordinary skill in the art would be motivated and found it obvious 
to combine the method of Carling et al. and administering the method on an irregular, 
as-needed basis for rescue purposes, as determined by the patient in any of the 
circumstances detailed in claims 13, 34, 36 and 42 because Carling et al. teaches that 
the dosages strongly depends on the severity of disease, whether mild, moderate, or 
sever asthma (see pg 6, lines 27-29), and the suitable daily dosage is up to 8 inhalation 



(see page 7-9). The motivation to combine the methods and compositions of Carling et 
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al. and instructing the patient to inhale, on demand in any of the circumstances detailed 
in claims 13, 34, 36 and 42 because Carling et al. teaches that the dosages strongly 
depends on the severity of disease and to achieve maximum benefit of daily dosage 
recommended. It is noted by Carling et al. that the combination of formoterol with 
budesonide is well known to be beneficial for the treatment of asthma (see page 4, 
lines 4-21 ). Moreover, if the patient is experiencing acute asthmatic attack even with 
ongoing twice a day dosing regimen, the patient can still safely inhale an additional 6 
inhalations without going over the maximum suitable daily dosage. In general, Carling 
et al. teaches therapeutic relief from asthmatic attack. The skilled artisan would have 
been motivated to instruct the patient to use the Carling et al. composition as needed on 
the bases of up to 8 inhalations a day is for reasonable expectation of successfully 
achieving maximum benefit in the treatment of any level of the asthma condition, 
including an increase in asthma symptoms, acute asthmatic condition, maintenance 
treatment, and common asthma triggers. Additionally, due to the urgency of therapy 
during an asthma attack, a patient would obviously seek relief with the medication 
without consulting with the physician, in knowing the safe daily dosage range of each 
medication. 

The Applicant further argues that the Examiner's arguments of Exhibit 1 
and 3-5 are not clear and provides a teaching-away from the present 
invention and not unexpected results. The Examiner appears to believe 
that, because Exhibit 1 concerns a product that contains only budesonide 
as an active ingredient, it cannot be used to support a teaching-away from 
the presently claimed methods. In the statement labeled "D" in Exhibit 2, 
one of ordinary skill in the art would know to seek medical attention if the 
twice-daily regimen was ineffective, not to take further doses of the 



Application/Control Number: 10/665,240 



Page 14 



Art Unit: 1627 



medication. In the statement labeled "E" in Exhibit 2, if one used the 
"rescue bronchodilator", it would be an indication that the patient's 
underlying condition is worsening rather than improving as it should when 
taking the medication twice daily. Exhibit 2 makes it clear that that 
SYMBICORT should not be used in an acute attack or feel free to 
increase the number of times per day that SYMBICORT is inhaled. 
Exhibit 2 directly contradicts the Examiner's assumptions about what 
would have been "obvious" to do. The Applicant's disagree with the 
Examiner's statement that if the patient did not need the additional 
administration, the prior art clearly reads on the claimed invention. Lastly, 
the Examiner inexplicable dismisses Exhibit 3 solely because it concerns 
two drugs not even claimed in the current application. No explanation has 
been provided to why the Examiner views the Exhibit irrelevant to how the 
art views steroid-containing compositions. In Exhibits 4, O'Bryne et al. 
compares the Carling twice-daily administration method to the presently 
claimed twice-daily-maintenance-plus-on-demand method and found 
surprisingly better results and striking benefits with the latter, and 5, a 
misunderstanding of what is disclosed is apparent, in that the only 
admixture used in the trials in Exhibit 4 contain budesonide and 
formoterol. The patients on this regimen do not use terbutaline as a 
reliever. Exhibit 5 shows that 7 years after Calring, the Applicant's 
invention is remarkable, is a surprisingly good result, a long felt unsatisfied 
need in the art, and may lead to changes in the paradigm of asthma 
management. The Applicant's remind the Examiner that the proper 
standard to be applied in any obviousness situation is whether the prior art 
provides a reason to modify the art's teachings in order to arrive at the 
claimed method, and also provide an expectation that the modification will 
produce a successful result. 



The Examiner maintains the previous arguments and repeats that the evidence 
provided in Exhibit 1 is not commensurate to scope with the claimed invention because 
the Exhibit 1 is administration of budesonide as the sole active ingredient, while the 
claimed invention is an admixture of budesonide and formoterol. Carling et al. teaches 
that the combination of the two drugs have greater efficiency and duration of 
bronchodilator action, and rapid onset action, which provides rescue medicine, 
adequate dosing for treating asthma (see page 4, lines 4-21). Thus, the specific 
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combination is different from either compound alone. In order to truly compare the two 
compositions both compounds need to be present. It is noted that evidence of 
unexpected results is required to be reasonably commensurate in scope with the 
claimed invention. See, e.g., In re Kulling, 897 F.2d 1147, 1149, 14 USPQ2d 1056, 
1058 (Fed. Cir. 1990); In re Grasselli, 713 F.2d 731, 743, 218 USPQ 769, 777 (Fed. Cir. 
1983). 

In regards to Exhibit 2, the statements D and E verifies the Examiner's statement 
that patients will take more than the current dose if needed . Although the additional 
doses are not recommended , it is not impossible to not take an additional administration 
if the patient feels the need for treatmen t. In an asthma attack, if a patient is faced with 
not breathing and taking an additional administration within the safe inhalation amounts , 
one would find that the patient would take an as-needed administration. The 
statements in D and E show evidence that patients will take additional medication when 
needed without the doctor's advice. In regards to the interpretation of the statement 
"Further, if the patient did not need the additional administration, the prior art clearly 
reads on the claimed invention", the Examiner would like to clarify. The above 
statement is only meant to establish that regardless if the patient takes the additional 
dose, Carling et al. obviously reads on the claim. The examiner agrees that the 
rejections made of record are not anticipation rejections, but obvious for the reasons 
discussed above. 

In regards to Exhibit 3, the admixture is of fluticasone and sameterol xinafoage, 
which are two drugs not even claimed in the current application. As stated above, 
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Carling et al. teaches that the combination of the two drugs have greater efficiency and 
duration of bronchodilator action, and rapid onset action, which provides rescue 
medicine, adequate dosing for treating asthma (see page 4, lines 4-21). Thus, the 
specific combination is different from either compound alone. Different compounds 
have different properties and as evidenced by Carling et al. the combination of two 
known compounds can also possess different properties and characteristics. In order to 
truly compare the two compositions both compounds need to be present. It is noted 
that evidence of unexpected results is required to be reasonably commensurate in 
scope with the claimed invention. See, e.g., In re Kulling, 897 F.2d 1 147, 1 149, 14 
USPQ2d 1056, 1058 (Fed. Cir. 1990); In re Grasselli, 713 F.2d 731, 743, 218 USPQ 
769, 777 (Fed. Cir. 1983). 

In regards to Exhibits 4 and 5, the Examiner has considered the comments made 
by O'Byrne et al. and Barnes, but does not find that the evidence overcomes the prior 
art for the reasons stated above and below. Carling et al. teaches that the combination 
of budesonide and formoterol have greater efficiency and duration of bronchodilator 
action, and rapid onset action, which provides rescue medicine, adequate dosing for 
treating asthma (see page 4, lines 4-21 ), thus the Applicant's results are not viewed as 
surprising. The combination of Carling et al. provides suitable daily doses for asthma, 
but does not completely eliminate a patient taking more than two administrations a day. 
Suitable daily treatment is dependent on the patient's severity of the condition, weight, 
height, and age. Again, just because the combination is recommended to be taken 
twice daily does not mean that changes could not be made to accommodate the patient 
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to treat asthma (i.e. successful result) . Thus, the prior art reads on the patient taking an 
additional as-needed administration of the combination treatment. 



Conclusion 



No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to KENDRA D. CARTER whose telephone number is 
(571)272-9034. The examiner can normally be reached on 9:00 am - 5:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on (571) 272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

/Kendra D Carter/ 
Examiner, Art Unit 1627 

/SREENI PADMANABHAN/ 

Supervisory Patent Examiner, Art Unit 1627 



